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DETAILED ACTION 

1. A request for continued examination under 37 CFR 1.114, including the fee set forth in 37 
CFR 1.17(e), was filed in this application after final rejection. Since this application is eligible for 
continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) has been timely 
paid, the finality of the previous Office action has been withdrawn pvirsuant to 37 CFR 1.114. 
Applicant's submission filed on 1-18-07 has been entered. 

2. The amendment filed 1-18-07 is acknowledged. Claims 31-35 were amended. Claims 36-43 
were added. Claims 31-43 are pending in this application. 

3. All rejections made in the previous office action are hereby withdrawn. 

New Grounds For Rejections 
Claim Refections - 35 USC§ 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in a patent granted on an application for patent by another filed in the United States 
before the invention thereof by the applicant for patent, or on an international application by another who has 
fulfilled the requirements of paragraphs (1), (2), and (4) of section 371(c) of this tide before the invention thereof by 
the applicant for patent. 

The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act of 1999 
(AIPA) and the Intellectual Property and High Technology Technical Amendments Act of 2002 do 
not apply when the reference is a U.S. patent resulting direcdy or indirecdy from an international 
application filed before November 29, 2000. Therefore, the prior art date of the reference is 
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determined under 35 U.S.C. 102(e) prior to the amendment by the AIPA (pre-AIPA 35 U.S.C. 
102(e)). 

4. Claims 31-32, 34-38 are rejected under 35 U.S.C. 102(e) as being anticipated by Stamler 
(US6884773). 

The applied reference has a common inventor with the instant application. Based upon the 
earlier effective U.S. filing date of the reference, it constitutes prior art under 35 U.S.C. 102(e). This 
rejection under 35 U.S.C. 102(e) might be overcome either by a showing under 37 CFR 1.132 that 
any invention disclosed but not claimed in the reference was derived from the inventor of this 
application and is thus not the invention "by another," or by an appropriate showing xinder 37 CFR 
1.131. 

The claims are drawn to a method of producing S-nitrosohemoglibn by adding NO to a 
composition comprising oxyhemoglobin. 

The US patent claims "a method for making SNO-oxyhemoglobin comprsing adding NO to 
an aqeous solution of the oxyhemoglobin in a approximately lOmM phosphate buffer at pH 7.4" 
(see claim 3). Note that the claim recite that he hemoglobin has to be in oxy-form thereby meeting 
the limitations of "R stmcture" as instandy claimed. The reference states that a blood substitute or 
therapeutic which can be used as an NO donor, and which is free of the vasoconstrictor effects of 
underivatized Hbs, can be made by obtaining a solution of oxyHb (including solutions stored in the 
form of oxyHb) and adding NO as dissolved gas, yielding SNO-oxyHb. Buffer conditions and 
NO:Hb ratios can be optimized, as illustrated in Example 21 and FIG. 19, to yield S-nitrosothiol 
without significant production of oxidized Hb (metHb). For example, NO added to oxyhemoglobin 
in 10 mM phosphate buffer, pH 7.4, at a ratio of less than 1:30 NO:Hb resulted in formation of 
SNO-oxyHb with minimal formation of metHb. This ratio can be increased by varying the buffer 
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conditions, for example by the use of 10 mM phosphate, 200 mM borate at pH 7.4. The buffer 
anions as well as the buffer concentration should be chosen carefully. For instance, acetate and 
chloride have the opposite effect from borate, increasing the formation of metHb and nitrite at 200 
mM, pH 7.4. (see col. 16, lines 38-55) Although the US patent is silent with respect to "preserving 
the redox chemistry," since the US patent claims the same end product, nitrsohemoglobin, with the 
same starting material, oxyhemogloobin, with same buffer, 10 mM phosphate, the redox chemistry 
would necessarily have to be maintained and the ratios of the free NO to heme woxild be the same. 
Further, since the redox chemistry is maintained, redox modifiers would have to be present during 
the reaction. 

5. Claims 31-32, 34-38 and 40-41 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Stamler(US 6911427). 

The applied reference has a conmion inventor with the instant application. Based upon the 
earlier effective U.S. filing date of the reference, it constitutes prior art under 35 U.S.C. 102(e). This 
rejection under 35 U.S.C. 102(e) might be overcome either by a showing under 37 CFR 1.132 that 
any invention disclosed but not claimed in the reference was derived from the inventor of this 
application and is thus not the invention "by another," or by an appropriate showing under 37 CFR 
1.131. 

The claims are drawn to a method of producing S-nittosohemoglibn by adding NO to a 
composition comprising oxyhemoglobin. 

The reference teaches NO added to oxyhemoglobin in 10 mM phosphate buffer, pH 7.4, at 
a ratio of less than 1:30 NO:Hb resulted in formation of SNO-oxyHb with minimal formation of 
metHb. (see col. 21, lines 54-55). Although the US patent is silent with respect to "preserving the 
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redox chemistry," since the US patent claims the same end product, nitrsohemoglobin, with the 
same starting material, oxyhemogloobin, with same buffer, 10 mM phosphate, the redox chemistry 
would necessarily have to be. maintained and the ratios of the free No to heme wovild be the same. 
Further, since the redox chemistry is maintained, redox modifiers would have to be present during 
the reaction. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on sale in 
this country, more than one year prior to the date of application for patent in the United States. 

6. Claims 31-32, 34-38 and 41 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Stammler et al. (W098/34955). 

The claims are drawn to a method of producing S-nitrosohemoglibn by adding NO to a 
composition comprising oxyhemoglobin. 

The reference teaches NO added to oxyhemoglobin in 10 mM phosphate buffer, pH 7.4, at 
a ratio of less than 1:30 NO:Hb resulted in formation of SNO-oxyHb with minimal formation of 
metHb. (see page 48, lines ). Although the US patent is silent with respect to "preserving the redox 
chemistry," since the US patent claims the same end product, nitrsohemoglobin, with the same 
starting material, oxyhemogloobin, with same buffer, 10 mM phosphate, the redox chemistry would 
necessarily have to be maintained and the ratios of the free No to heme would be the same. Further, 
since the redox chemistry is maintained, redox modifiers would have to be present dviring the 
reaction. The instant specification states Redox cheiiiistry" refers to the transfer of NO from the 
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heme Fe to cysteine on the .beta, subunit with the loss of an electron. See, for example, WO 
98/34955 regarding the conversion of iron nitrosyl-hemoglobin to SNO-hemoglobin. 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection is 
appropriate where the conflicting claims are not identical, but at least one examined application 
claim is not patentably distinct from the reference claim(s) because the examined application claim is 
either anticipated by, or would have been obvious over, the reference claim(s). See, e.g.. In re Berg 
140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 USPQ2d 2010 
(Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In n Van Omum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, Ml F.2d 438, 164 USPQ 619 (CCPA 1970); and 
In n Thonngton, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned with 
this application, or claims an invention made as a result of activities undertaken within the scope of a 
joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fiiUy comply with 37 CFR 3.73(b). 
7. Claims 31-32, 34-38, 40-41 are rejected on the ground of nonstatutory obviousness-type 

double patenting as being unpatentable over claim 3 of U.S. Patent No. 6,884, 773. Although the 

conflicting claims are not identical, they are not patentably distinct from each other because of the 

following reasons. 

The claims are drawn to a method of producing S-nitrosohemoglibn by adding NO to a 
composition comprising oxyhemoglobin. 

The US patent claims "a method for making SNO-oxyhemoglobin comprsing adding NO to 
an aqeous solution of the oxyhemoglobin in a approximately lOmM phosphate buffer at pH 7.4" 
(see claim 3). Note that the claim recite that he hemoglobin has to be in oxy-form thereby meeting 
the limitations of "R structure" as instantly claimed. Although the US patent is silent with respect to 
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"preserving the redox chemistry," since the US patent claims the same end product, 
nitrsohemoglobin, with the same starting material, oxyhemogloobin, with same buffer, 10 mM 
phosphate, the redox chemistry would necessarily have to be maintained. Further, since the redox 
chemistry is maintained, redox modifiers would have to be present during the reaction. 

8. Claims 31-32, 34-38 and 40-41 are directed to an invention not patentably distinct from 
claim 3 of commonly assigned 6,884,773. Specifically, for the reasons set forth in the previous 
office action. 

The U.S. Patent and Trademark Office normally will not institute an interference between 
applications or a patent and an application of common ownership (see MPEP Chapter 2300). 
Commonly assigned U 6,884,773, discussed above, would form the basis for a rejection of the noted 
claims under 35 U.S.C. 103(a) if the commonly assigned case qualifies as prior art under 35 U.S.C. 
102(e), (f)*or (g) and the conflicting inventions were not commonly owned at the time the invention 
in this application was made. In order for the examiner to resolve this issue, the assignee can, under 
35 U.S.C. 103(c) and 37 CFR 1.78(c), either show that the conflicting inventions were commonly 
owned at the time the invention in this application was made, or name the prior inventor of the 
conflicting subject matter. 

A showing that the inventions were commonly owned at the time the invention in this 
application was made will preclude a rejection under 35 U.S.C. 103(a) based upon the commonly 
assigned case as a reference under 35 U.S.C. 102(^ or (g), or 35 U.S.C. 102(e) for applications 
pending on or after December 10, 2004. 



Application/Control Number: 10/066,320 Page 8 

Art Unit: 1654 

9. Claims 39 and 43 are objected to as being dependent upon a rejected base claim, but wovild 
be allowable if rewritten in independent form including all of the limitations of the base claim and 
any intervening claims. 



10. Any inquiry concerning this communication or earUer communications from the examiner 
should be directed to Anish Gupta whose telephone number is (571)272-0965. If attempts to reach 
the examiner by telephone are unsuccessful, the examiner's supervisor, Cecilia Tsang, can normally 
be reached on (571) 272-0562. The fax phone number of this group is (571)-273-8300. 



Ani^ Gupta 
PWfint E^miner 



